f Ilk r: it c I ION i n i imr q m n i i 

'^hiil ^t«p Vpi eal Brief - Patetits 

^ .\r \-i \<.\ 1 sxams 
VO 

^njtlci aciinct. \r ^acn oi is e ndcpci dent claims m^oihcd in tliu a'^pcai, a:iC ;t :cUts ;o iu* 
spccs^caiKt- h} page and In c number \o dr wmgs are requ:rea L r these srcthod-cf-uciifmcrt 
claims. 

it) Rml Party le Interest 

^2^ Related appeals and Interfetence^s 

5 -» N *^ > V V. n 5 vd n the Office Action mailed Jffiie 1 

sill ^ C ^' U}x.X\«. 

i 'a-^r ^ r w aU<A><ible ^xjb %,a M«.tiei ^nd wojld be altewedif re-v^dtten to iBelude all 
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(4) Stsitijts of Ameiidmeats 

Ni) amendnienis have been submiUed after the OfOce Action mailed June 1 1, 21110, and 
no aniendments are pendiftg. 

(5l SissBHsarv of Claimed .Subject Matter 

Appijc;u!bi base diiic-jvcv-d liiiU iii;tivai5.!v.N r'auusiisLs^') iM a loli surlacc- k'uture kn<.n\5; 
ihc pr{,>sUiglaiKim Dr-rsrccpior li^pcci^lcaJon tu page 3. ;ino 2'r> can be appUi;d lo an aaui of 
irtammalian skin lo reduce hair growth (specification at page 2, Vim 2 imder "Sunmiary"}, Claim 
i vfi&ds as ibiiowa: 

L A method ofreduch^g mar-nKilian h,r>L- cro\^th -.-hi.'h o-irnprl.sos 

selecting ao area of sKin irorn xshkb reduced hair growih i.s desired; tuni 

applying to ssid area of skin a demiatologically acceptable composition 
comprising an agonist of prostaglasadin DP~receptor m m amoimt elTective to 
redoes hair growth. 

The only oiher independent ciaisTiS are c!aim« 43-45/ which specifs th;a the area 
of sksn to which ibe cc-iiipound is applied includes hair follicles. That i'eature is disclosed 
in the application sk"? fded at page 1 1 . lines 13-27, 

* 43, A ti^ethod orrecfeing mammatian hair growih, which cosjtprises 

sslscssng m sress csf skia insiuding bsir foilicks from which rediiced hair gjowih is desired; and 

Sippiyfeg Ks tiw ski!) a compound srfsttsd i^oES-v i^e gfoup consblisig of prostaglandin D2, snaiogs of 
prostagrajtdiJi D2. PGJ2, or m asjalcsg of P<ji2, ir sr mmam sffecttve to reduce hmr srowih. 

44, A method tsf reducing mamoiaiiafs hair growth, which comprises 

:;<-^i^ ct irs:; ,-rc:-i i^f ski;; ini^sudiiig hiik i'ol\kks from which reduced hair g^<>-^vth is dc:i.-!Vi-i; itij-J 

;ippi> i-^ ■>k!n -..x ir-pvjufid thsii ;iCtivaies. DP rt'CBptor signal iT8n,«duc'don pathway in an arsieurit 
effective i-;) rcds.a-e isair gnmsh. 

4,S, A m*i:hod of reducisi^^ maniirjaHan hair growth, which comprist^s 
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Claims 43-45 alternatively deilne the eompQUijd as; 

prostagiancUn D2, analogs ef prostsglaBdin D2, PGJ2 or amiogs of PGJ2, (dmm 

H'dnh m the zspsjcilkatlon ilkd appear at: pp. 3, Imes 2-3 and in r&bhs Hi-V at p, 12 (chim 
43); pp. page 3. lines 5-6 Iclaim 44) and pp. lines S-9 {claim 45%. 

(6) CSrosjidls Mejie«tion to ReviewgHj m Appeal 

/. » 'Uit;-m <, V 4 (md 29-4^ (ue ?^^/e^.^^'^^ as <jomoih from a <,omh'nui>o^i uf No 
« \ \i'of ..IK \ mi 

" >eso 'i.\xt'on*> . "n.'-dc m a ntm-fmui reiection .nai eti Lmcr 2?^''^ I i c kioc '<^pn 

wuhviicvs i'l I V p.e\.oa:s iojcct ois based on <\ppLv.ait!- B^ct sLcu unt; 2-, T ^'^'^^ a. u 
then n\^ac the "CKX'ions nom indc^ a:ipeal Ko Fxa^m^r^^ \ sMi,^ was cd ti, tba; kici 

an ;;rj;; ■?ki;i inciiuling hair foHick-s froin which redwced hair gnjwfe is desifijd; SSid 

.■pi^Si ing ;o ;r,i-r vkki u iM-iripouiid thiis Inac-ivaics prosiagkndin D3 meisboHt pathway in an aiTieuxit 
effectivi;; to scihice hair gnjwih. 

Claim 7 i« wfSfidravVTi; ckrifscasksn is; rsqises-tsd. 
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1. BsickgroiSBd 
^ no V, c 

nt u-^imd in It l>F niii^tgr t.r neh dil f eriBt tniitt si nm \ k ur crs <. s 

o RCv"to s nmi i-> PP \R atep o-n stwh ^ {fee FP VR ci.i^ to 

Kit* c n<>j ai 1 >ic PI \R n^v.v'^tor u * t'v it u i-i ^ c x ^ 'I'i. ' t 

I ^ ne'^ibf an i i <. sn i ) 

» n si\ -> t diKt ' * i. Of 1?! (k m* i k tr n tnption dx^d Cv^.i^'-s v\ {nn * it v r t 
membran.e. 

U5v. 1 s wt i-wrdihuP5 \Rrcctpk vrt- vu to «,p ^ \ o 

F<]I).. 

U n i . ,!.vSlP\S? I J*. )| V ^ \ K Si s 

v\ V U > idc^ and 0 tue < d -^ig Ci, that tu«.i j a 1 4 v'-vH ! K r 
f'v ( \ a cJi ^ c<v s that 1 ^ t\\o ai<. corrcl itcd i a-* v ia'' ic Oi^tt d spuK^ ih * t s 
^ r t{ I] hj "'s.n\<_vn tI^eTMH«<- 11 2)10 m\ p "^t S it^sinvt Ints "* ''^tic^v^ P 
key poist below, 

lite application lists a large iiujiaber of DP receptor agonists and provides data libm 
oxpcnmen^ u^-Mv^ i k^^>o «|iOniKts t. p,^.aiA to liibil liJ^ grin\tb S,.o uvij-npk* page ifv . 
Oircui^ pt^go {<*bovo 1 0 'tt c-nuitibo tng) atd sec ihe expenmcms tn pA^^-^ il-' iabs^s Hi I\ 



spcdficaiion. 

Vi'uh tkii b;sokgroun>J \st.> lool at ihc rejcciions. 



11, The claims are not obvious from the comfoinsd Needlemas and Soseiifleld teschingji 
A. Tlie f»ctiial p Tdicaies for II e «b\ }o«j< rejection have oif s^ippoii fr«m, a»tl 

teacliui^j ilidt PPAR-y agonists as j„€las^ ireat excessive unwanicd hair grovilh or hirsiuisn?. See 
page Uues ^' 1^ ef vMikc A.c^Hn, 

k5 tlso s^ibjevi isle,'- IH^.\R peroxisome pruHferators-acti\ ated a'ccptof:? (I PARs^ ~ } 
su,'er.Kst>s eHVctue dosage. p. 6^ Table 2 [of NeediemaMj . ci^'liuizonc, 
da5ig'!;.vj5ie pic J;r:!i^Ul^?/^rK'^ ent^itu-x"ifrK\ picgH^aAW, roni^l^;/ f.^s.. ^^^•^M;l.i/one , 

died an of Iresiing umvanted hair growth. The fact is. ho-v^ever, ihat Ncedleiniui is tk>i interei^iea 
in, aiid provides no tcaehing about, treating imwantcd hair groxvih. Meedieinan mosi ccriainly 
does not leach thai FFAR-;!^ a gOHSsts m a class treat femisTn. 

N'etJ.onuri hucrc^teo PI Ak-v uj^kuksls iur tco^^otiN Uut !V.\e no:h.ne , ' -^ntJ- 
ircaung hiriJylism. flie medical indications ofconccni lo Ncedlcman .ire listed hi p..?ragraph 
100211 on page 3, 

I X nrv.-$ejit invemion , re\e, -neirod '; ,^e^e■U\■^, 

aeateaeuL i»t jnhsbition of pain, iriilau-mauoUs er inilamsu^aor-iela'^e '.L.^o^av... 
caj-jcer, or Alzheimer's diiseasc. or cardiovascular dise;a,se or disorder in a subject in need 
of such t5-e;itmetii, prevemiou, or inhibition, themetlK^d comprising treatit^g Ihc suhjt^ct 
witJi a peroxisome prolifcralor activutod receptor-? [sic "}'"?| agorfi??t and a 
e>clooxy!;cua?e-.? j^electi\e inhibitor or pn^drug thereof. 



' I'sble 2 &i pp. 6 -7 isf Needlessiasi is ihe ttaSv part o f N<;fedk-m a8 Cfegt the OWipe rvUrmtcs , 



¥im : November 'ib: 2(fOi 
Piige : <>or.:0 

U I vi I » u>fa poiiifi d-b) pound mt,J ruiw i<ns i«.u^*ii u j. K ^ j 

icn i-> -»\ -sionx m urv Other -^on'^'iount. \ art' mdic Ad k)r aiasxte \ ^ sea-^ <^oi I'" 

I N i. ^ ^.^ it. \ 

U V J ^ u J vj? irJ *o a ^4 \\ snvi^Uit isica P! AR / < gcii wi v*) i v*»uv.! rai \ xvi<it<.v. * 
Kcomvuidvj^ ta/onc I he c>.\^^pound*« ndscatcd fv.M ursunvn ore s*tuctu 1\ rc I'vv 

W 5 d ^ K VK id!) i s < 

\vcdLiran s t^av^msa in iah!e 2 about P \R ai>oR»^b ' n gcncu Vv Me Jas.t e nn i'^ iht. 
idh e 1. 5^0 V PHR \ ^o^'sis ir |,ervr \\ \\ht.b aoes not hm ^f vm a^i. a mtdkal 
iad[i«afa o« ior sue ysax s oi co«>fi<)««tl s. 

'•e<*tr^ ^ >i \vs.d c c^k2 s lla\sc'a Xoustn aC gls*iV',ine E^nxungv u^dt 



rh« liysed t!j.>is5a,';onc ^.nalcigs indicated for hirsiiSissn arifdariijiiaj'.onc, piogiitazone, roi;ishi;5.;<oi-i-..M BRi 4<?65'> or 
m) L7§44y6, tj) WAY-S2(;'J44. pj ii 1262570 X. p) GG57D. q) irsdoniesijacif:. 
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Most hBpy i iant the O Ok-fc does §01 |a«ti^ 
ci«lii a/imc and du- lifted rvliite d compounds arc BP receptor ai^onists. They arc not Net 
tme of iljc coi«pjnnKlii feted as treati»|; yrsatism b a DF receptor iiao^jibt''' 

So the OtFicK has n'isscharactcri?,ed Ncedleman as a general teaching thai PPAR~y 

agonists as a category treat hirsutism. The fact b thai Needleman has no such teaching. The 

very iiext paragrapit of the office action {on page 7. lines 16-18) says much. 

One would not Inimediately en'vissge tjsing the claimed coniponad for treating 
hirsutism. Mowever. Nesdieman teaches that (PFARs)-y agonists arc used to inhibit ceil 
growtli, 

1nc Oiiicc:- provides r^o urt iiiat ix-nniis coix^iusion ilusS ccl) gu>\Mh inisibiiors arc ^-oncrai;;. 
effective to co?nrol hair gmwih. 

Of course the Office's treatment of N'eedleffiaifs teachings about FPAll agonists Is oray 
ti^e bcgimiing of the analysis because^ as we have seen, the FFAR4^ receptor is not tlie DP 
receptor feamrcd in Appiica-r-f claims. 

The next -Mc-f- in ihc roicoi!-j--L rJ, pages 7 and 8 of the action, attcnuns to explain the 
r gky a n i' c » f P P ■\ M - y isgo o im di.-ci^iseJ in Nccdk-inan i^; cLiinsS il-ut fcutur-.-? DP rcvs.pu?r 
agonists. 1 hat ryiionalc invoUes Rosen tleid asKS is quoted beiow (page 7. iinc i 9 througi-t p;5gc 
8. litis 6). but It is far frou^ clear how RosenfteJd is relevaiit to treating nnwasited hair grovviii by 
any means at aiL 

Rosenfield teaches i-1)(i> |a natural iigaad ftsr the DP receptor; is a snajor product 
of cycioo.'^ygcnase iv.i a varieLy of tissues and ceils an.d readily undergoes dcb>-,;fiiiion in 
\-ivo and in uirc- to yield prostaglandins oftl^e h. scries (PGJj). fRoscrti'KiJi u>acbe^ Uia 
HK^nbers c-f the I^CiJ;; series ai'C known 10 exhibit lahiy tloa of e^^^^^ pros^ressi^js^ . 
s« | > pre$.sion of viral replication, induction oF h eal sfeock |jp?fi?| » exprfcs.sjoii and 
sstlmalat iogi of OiSteoseaesis See col 12, lines 40-5! ... [emphasis is added]. 

Apparently all Rose-nfield adds to Needkffian i«i a list of cell fimctlons thai relate to the certain 
mctiibolitc.s rojUihuHc pscijur^o-^ (.>f Pl)(j:. (be naiiinu iigand for ±c DP n.xcpi--r i.si siiirjnivig 
up Rfjsentsekrs contribution, the Ofiicc goes back to cd\ cycle control v^•i^h.>n■l cttiriij uny axi or 



■■ Ai an aside, the Ottke appsrenUy recogsiia=» this fact A seadung In itia m of a n>oleci;)e thsE )m boih DP 
receptor agonist aciivuv and hair ^s-cnvth redaction vvo^ild atulciDas* the csaiin. No rtlscliort is raised under 35 
l.!:.S.C.§t02. 



j^l-* P'^f;^^*'?^i ^ > treating hn^uttMn m reduciag Ii4ir g^ioyth [i i 

n ttc 1 1 u PG 1 and otlxr PP \K v agoiujsts ntSK, bcch kro vvti s ihniu s. s v v t 
pmsfession or mx)Mh. 

^ v^f ■> L K ^ u*. K U S ^ k ^ ! 



morns'^. 

\j.ifi£L*.'it ^ IK 1 <iUonalc io^ tne t^^ca on boi s t owri to v n^. jdca ct ^am TH->L<,uiv I *r 
(. D-^^^^-^r »• '^'its if PP\R «"{T'sts{aitkti*h JUS 'olckr ^h r{> v^u 

into this category). The OfHcc also appears to rely on the idea ;hat certain DP roceptor agonists 
u 1 ^ ii, i ! <. U I it. s 

8l > foj m 4„^^ o ^^^ » ' b<.t>>ttB ixH PI 4 j R -y iiieptoi ^tuj the l)F itc<.i>tof 

1^ ^loS t r *s ti>c vt \ mo ^.i,llkh that the 0*Ptc '^ou^d uvc tu e!> Mi^h a ct i 
ivtw^er P] VR dgon'sm and DP Cv«.p»or agonism ^rc NOT f"«o lai is <. vd a 

vonv^-'^ij K ^ " - > iK^rs*N-n cvodns^loJe Mne \ m e Is 

makiBg the bridge beiwcen Di' receptor agonists arsd PFAR-X agonists are "prostagiarsdins of tho 



' \hc compound ihs Office tfciiignjaes as IS-D"-'* Ph is believed so be ?54>''^'-FOiv. 

Cith-ig Conon ei si Aama] Rsv. Phansacol ToxicoL 2000, 4a:4yi-5 17 p. -t^S FabH' 3 (csU'd by spplscans)- 
* ' The word "correhiSsosV' s iiit Office's charactiif izatioR, It is not cS«ar what th$ word atjs l?i Shi^; coirt^xs 
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Page : 9 crm 

the very l^PAR-^ ,i:--'-r:isis ih.at arc NOl' indicated to lrei)i iiirsuusn^ ioiusi so far as Noei.i.ie!;K2n 
Table 2 is cojicen^cd). 

Stated aiioiher way, the logic of the rejection is: 
* All ¥PAR~% Mgonhts control hair growth 

« Some FPAR-A agonists (which do mi themselves control hair grox>4h) at-e 

metabalicaOy rdated to a DP .axveptor ligand 
® Therefore it is obvious ihat DP recepior agonists coniroi liair growth. 
I jc jjt^^r.sasMcrsC) bemeen step* I and 2 abo\e< IsapparcJit. 'no hndge ihj? the 5j;'k'o 
has tried to cot^struct betweot^ PFAR-y agoTilsm and DP recepior agonistn docs not exist. Thv. 
factual predkates of the reiectioa -~ both the cliaractefi?.ation of what Needlcman teaches and 
ibji itifercnces to be drawn from two analogs of PD<}2 - aro gont rf dkted l>y the reeord. 

B, Thv U!gal requirement for a prima tack case of obviousness has uot been met 

No%N thai have reviewed the Otfice's analysis, the question is whether that atialysls is 
adequisie under ihe htw to esiablish a prima facie case of obviousness. 

For claims of a patent to be valid, they must detltse aisbject matter ihat is mi obvious {35 
U.S.C I 1 03) in light of the >rier art;* as delM by 35 U.S.C. § 102, 

Appllcan-i concedes: ihat the wo eiled references were pubhcatioas srsore tban one year 
belbrc U> ^„;;Vc:s\.. Jalu --,r^-.l thin .oisstiiuie prior under 35 USC §l02(b), 

rhi: OITsce ha^. noi rejecteu any claims for lack of riovelty. 

The sole art rejection here Is based on obvtousttess, which is governed by 35 U.S.C. 
§ 103(a). 

More thari 40 years ago the Supreme Coijrt provided the framework for analyzing 
obviousness i!nui.'r § 103, Obviousness must be determined by considering; ( I ) the seopo and 
CfsTttc-nt i'rt}:-o prior art, (H^ the differences between the prior ait and the paterst chibn, (3) the 
ie\ i'l i.>uiiij;ir\ ;n ih^ pc;-;- \^ ; i4) - if there is a pnma facie case of obviousness) 
st..x>ndai} ;a<;tor5. ^bah;imi,.MO--y<^miiu^^^^ 1 (1966). 
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1, bmi^t Mid dmtmi ol the I'rmr art 

in \ I ia\ t L I s iv. r s » 1 u K t i ><. i 
d r ?Kt \ J <. t} t fv. n T (. lot oilkvlai v. ^nb^K. \k ^. 

tici n K V tl Ci>it, int m*. uli isnev.lai -^ui me ^ <^ i ^ i s\ m.{ 
-^hci h ^ S-|j2«14) 1401 l'^^'*^ 

tK ■> u art '•c rc\ u\vd mdvtoj abot nc idin I'-v 
5B5syfiaxacierization of Necdieman, 

pro'' liih Oiu i suK. X ^ Kslncvs. sir> odUcTiucliv nvc* i uH^u'-Ik 
^ ip^ >l Ivt iiTs l'^'^t*^o''ha\^«. See K.alm>i> ^ iC ibcrs (^^ <Ci)||i 1 l '^t 

In ihis case there does not seem to be any dispute about the meaning of ihe claim: temiSv 



r S '^t, P 4. \ 1 -.t«! \\h t,h K 01 n,c "^e jc\ ifc ^ctabouui K ^^.i iicl to f^P r cip !o 
) Is i ^ tis ^ is \{ > I oj c "^t i J stvd n dicauon 

V ^s tc| J ) Rt, -^bs„ \ph about k i^Kkx t b tut hk n m 

claims to be sore that the Office has engaged in sound anaiysis. !^y feiling to acknowiedgc tha 
inn T I I K. ->u ^ V 



Serial No. : 10/72) J IS 

Fikd : Novemb^r^S, 2003 

i< htvtl i>i onikmry skill in the sirt 

tisj "I s jV Hi pu.'Ok-m'i imamnaxwi in mi prior art solutions lo thv>9c problo^i-s, rapjvlst^^ Vvuh 
which innovations are made; sophistication of the technology; and educatioiial level of active 
workers in the Hey," Custom A cce>i$ones y. Jeffrey-Allan fad. 80? h.2d (Fed, Cir 

AppiliSBts agree lhat ihe level o 'skill m ihe ;m ij> reasonabh high in this case. 



4, Si'C0B«.ls«7 factors 
Si-'cOiiddi} i<5f ohjt;cu\c indicsa) if prcsenl musl be e^^hed, bui wh^-rc Iht (Hlk'c ^sa^ i;n 
cstv*blishcd a prima facie ea^ of obviousness the ixjection must he \\ithdra^n even xvnhotu 
evidence of secondary factors. 

The Bced for sound aaalysb 

Ihe Di«dc ^ oi esiabl si sng a p i vii tac e v^ise ^hat an appi ca. t*s cbu n!^ are o^s \m<^ isec In \i 
Koi^^kr .-^Oi cd 19%) 

1 o i. V .V'>''^ ■= 1 i dp ^ o > I noei sev* < \ ^ r 4 vur'rer < ■ji ^ >ovx . 

or\ ■^'^s ^ v(M pi \M } i <• ' 5' o ^ !i _ ! V u"v v.x»*xv ca 

u>a;>atci\ >^CQi^<^eCe»kL>.^J< i 2 J 144^, ^X24i S i\Q 2c 1 * 13. I ^4 Ci, vr 
19921 

i l' v^a.ikV}Uc ^d n^S^-ed L r 2002* weUdcrdf j'un'lwl* iM« 
-w.|o^ uo>^u\^wt t f d CO mron sc v?\en i* assunedio dcn\e "oir tjc a;^cic<. s 



lor^ub « * tvi?r bvrv.cv^ra mv<.ii\ tiLk-s {> \>pi<\^^*- oa^.!. i out Oi 



i rationale to sK|j|>oH i h g rff | f , I he ^U FF 2 1 44.02 specitles itiut, "w her an v'viir jrer 
£Ohcs on d ^c.<^rX\fi'c thcon, esKknt^itv .suppt>n &>x theex sienco snd x \<iannw k '-\hii ih-^or^ 
mwsi be pro\ iV.c^.i'" \iimp 21M 03 piQ\ k tiat. "{^tTclal roticf unsupported b\ cocuxcnuj 
Jcii^o -riv o ^ \ ' 'Lc CUk^ vvhcK* lacts aswrtvd to be %cH-k.nov\T., or te bo 
Oi-^-niron 's\ xC.v„c u c a ^ . v^^^ah c .'^^tmU md unquestionable dcironstraUon as? being 
.-k.\>\%-^' .iro "^i )ro}rar!!\ . there imibl be K->nis.' form f*^ q\ Uicpce in the "ctMrd to suppon an 

Xbo" c 'Mse ics:c\\cd the ant>l>sii? imderhirg ihe obx lousnc^s rejiji.*! on ! bcrv i^i^lp'; 
H . o Cv^ncretc cxxioBce thai the an xsoaJd expect all or even mobt PFAR--}' agorsjsts to ireot 
'\'sui!sri M.icl- csi* there c^ncrcK c\ id^nce to vxtn^c; ih'::t imr^.-sis ci'tK Dl^ :c'oc<*>u>t 

^ f X . :< .0 ' ?s St I ^i IH Ih a 5 ihix^ ^hM ..b .^tuulh Is^ts 

ha\m^ a i eutiojtihip tn DP receptor j^gonists arc noi n'^inl .n >ru5t n?j hn^^stssm 
\7p!;c,/ib> vh'OJg : :he esixn. tts repojled n ?' ^. spcV v.^!')^ . .u > < nv, r.. vlt? i^^e 

fuxMu' W tceptoi agor.iMj, reduce hm gioHlh lie an doc-s nci s.iC.u^io ±)\ suej 
leachsng. 

I X . » ooos not c\ Nuppon the. conclusion tux it would have bcei^ ob\ lous ;o i:> 
ai'>*:uCv\^ M>. ;vJi>ce::iau ^JL'-OAtl n8nve\etit* k" tVse <'"tcu-^Nt.nce> the 

tnveU've^j - v^'u"^ s^^^v. 

sact-^ The OfftCv, ha>s rot met the egai stsiidaid for estabiiskng obvutii^noss ard ;he 
rejection must be reversed. 



U lit ofstai < n fSttl ta bl tl tht art to p <stni<. <k.latJKN f'l.afisrjaj* topa 



0 nJercc oi rcccv* Karmu on the ^-?Bd> f^t-tois ^^he that e% Jencc i» to i'^kIv' CvI a«« dv at ' 
'kIo\s jt I tlv'd? l5i * ihc pet' Ict t'OT? c ■'dbk'J mo^^e skiSka m the jcr U? p't t'ite \H i 
isiveniiOB at the time «t lihng. 

A. I bre»<lth of the claims 

< aeonl jsei n tbc meti od dgtdi btfs of the DP a'ecptoi 

he t)l xHc» tn.H the ge .^b oi aj,omj>tb ot i^ic FCP D? \ fvccpto* ' xiuOc '^X 
n ^og- ues rt*> PGD ."k* * ^oS.ttJ- . id lieu ^iraloj^s ^vitiag ^ ,nc^ l^ '^^1 vhe 
^pcoi ficaiion The claims: and tlie nEUum of the invention haw bs^en discussed above regardiiig 

The isatiire of the iav«iitto» 
The Oi'iice repeals its analysis irons paxl A. above. 

Cv The state «f Ihc prior art; tha levfcl «f predietabslsty the art; — the 'Art 
d«es mn U'Ai^h that BW245C «r B246C promote hair growth whesi 

The Of ma correctly notes that AppliCfints have not clatnKxl attew compositiots of mauer. 
The Office Ihen jrcakes a key finding in support of this reifctior' 'O^'-^ice ^c^■•^r 'iJ*ae ^'•^e'-- 
15), 

Seen --c" T a hasr «"rwth pronioim^ agcit 'Cirrg l'S20u4'OU5'^''fiO "Micbelle i^-'-c 
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(designated BW245C and BW246C) actually enhance, not reduce, hair growth and, therefore, the 

( \ K. i U h t Iv t,i j 1 t > J ? U J ^ 1 1 

1 1 )n \ K 5n k r hv dmja, io<^ tU n tv th^. a'^ ndtht ksc xi <.t ^ 

Smce theMichelet is central to the rejection, ifs imporiant io uiidersland what. Micheiet 

! 4. 1 KOl ^ tit 

lb n v.^xvnii.hi Olid be utandvu b> i'^PCDHi tht ^^bst^ECt, of thv n\ hi> t.\>iehv5s.^ 

\ \ b i K ) <\v '•-it V. 

tciJ to ilt<. -J acUcv,i \pp! twits rvvrlton Nowhere ilocs Mahtkt sua^e I tfeat BVi'>4'^l : 
or BW 246C mbibit the lb PPGIA eiu^me i tha^ the^ have am vffnt oii lutlv of PGI u 
mil Pi.l 2 \?mheri does Micheiet \ugge t that PGFa or FC g2 has smtb ag a do nith 

More important, Mkhelei nowhere suggests that BW245C and EiW246C should he 
1 1 t J dl N \vv a K \ rtthv \\vt V cni 1 r s um<. cJ d c: 

^ UK i ti 11 UX ih bit r*- M ^hckt rotx^sts a > if i.^ ^ tit g t 

mmcni "^r Gtit j^c t n,iissc otbtr to ispoui u MdnUnaslortt ndrv K I 
lrati,3.K s \ ■{ d > V ij^ot ists oi t t c w vt\ of oih?,'* p )st*.-.ja.idi i r i i.'^to * j.,;. i t 
\ i. it I i s s u ^ V 1^ -^at t ^ vs > 1.0 au ni tratioi tiatcu 
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;Uc>;si: v^iih U-c iC^U5^ik• 'i?-Pl)Cjii :nhuv;-or.s, co-ajniiiusior PCU l^x ^ind r(.i;-2 l<- 

iki B\V24.-'>( i-r B\a'24(5(."' or anv other DP recqjior agonist; 

b) along with the requisite i5-PDGH inhibilors, co-admmister compounds thai are 
agonists of the receptors (FP-R or F2-a) that are the natural targets ibr PGlla asui FGE2 

( Mk'hckl fOI 641 s ~~ adding agonists of these receptors presumably have the same ei'fcct as 
5'Krc;i,';;!i; ic^ ch- PC}F2u :inti P0I.2; ini.s category has aoihing to do with BW245C or 
iJW.M'sC vr ..uiy ^-5bcr DP -vcepior agonist; 

c) along '-•^•■lh the requisite 15-PDGli inltibiiors. co-adrniijlMor agouii-ts ufihc 
prostacycline (IP) receptor: this category has nothing to do with BW245C or BU'246C or any 
other DP receptor agonist; 

V, > I or- i > <ie tiv^usfo ' ^ FlXiii .nKbitors. co-adi-^ir ^tt.*' iiOo ^ts> o* J ^> 
prosiugiandin HI": re-LCpk)r. including BW345C ajid BW 346C; this ot'courye i« the reference ihe 
Office iviiv.<-r. or 

e) along w iih the vyquisite 1 S-Pi.'Xll i inhibuor.s, eo-adntini.sier agoojsts of lUc receptor for 
the thrornboxa^^css, A2 ( FF); this catsgory has nothing to do with BW245(;' or BW246C"' or any 
other DF receptor agonist.: 

The rationale for strategies a) and b) are clear and they do tioi involx'cr BW245C' or 

d) bcint: the rclc^L!^t one for ihis reiccdc-n. Micliclc; Ooos noi rcpL-r; ;sti\ cxpcriiju'isis pcjiormed 
% co-adrrtinisteirmg my compomids from the above categoriess:^ aiid particularly tiot from 



in v\!v<i..:!.s:;u ngop.;:-;;s of ii^^- prc-;-;i;igl;ir,di!i reciptcrs. I? may \n p&rik^VAt cofifaifi si ieasi ORs; compound 
jiKib ;hc :5:.!0f:iNi:: {u\ -iod f^yv-n or in \hc Omt!} of a !>ri'cuf.sof. in paiticular \n e<;ifir iomi) al'tht 
•>i -.f>5 t PR >fv^<<'u <{ nop ost iK' ■^a^^i,'K!^ iwios ostt.ro , 

sh'S proiUiglasidin receptor sKPI-R, l-r2-R, HP;-5-R, EP4-R) sifch as {'/-phenyl PGEl. viprostol 

i(n::i;!:.:ohd:r;^:;;cpUiK;K :i^ ic;!, i.r\V246(. (^4RH■^[{:>R,S^-:^CJ'Cbiia■<yi-■:^-i^opr^;p> n-:;,^-u 
jf:;iiia/x>ikiiiK:i:ep!- mmk \Kid), -he agoni.st.'i and iheir preciirsors, in particiihjr ihs,- eiters^ ofjijc receptor i'o;- 
5.tis ihrosTiboxfimts a:> ffr') stjcli as t-BOP (I i S-[ !3,2&;Z), 3bO H.3S.!,-4s|]-7-i l-\ 3-hydr4):<y-i-|-1- 
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\ V Us }; ij M { 5V. "li^nW^^'^v > n ) ^ -t 

I do'} s < V » ulv jbi \^ *h.Oi>e SK! led * i int. t i{s s^o i c\p n.o .-^v 

si' ! ! % ! ! t i.0 n ru^'Ur 

inhibition. 

^ c pno' ^-^ i ^ lose. o1 nn^ c* *0)lit\ lu ne art) i v the p km att' i% u piO'< * uiai- 1 1 
h 1, <■ rs ) \n to mJ^Cv I c i^ppos le eika oi tlic p'^^.s^n^ 'nxcUiin (pa^si. Im^s 

S -iXH i i ^dm s^jv t no? (. 

I-' li^d io t K t r t s\ct m ^oteattaimja the 1*»»PDGH lafatbitois tl aia?K,^ t-i *t n to N'sc^ ck s 

Oj ]^ - vk ot I t baiuiivc tXiH hi^s liiiiore'? 5,xtensne t^av,iis% v\h vii ^'.f c 

ihK s ujJ Ua a i4 vptunca'nn X IK erab t mv' an tv t. )P w^r 

o i-. s tikscr and fhtv irdudt i^t K\f i* uu ) s J' 

c J iv di It ivujj iuJc^n T >i «. 

D 1 h?. t\i'>iiv«ce id ^otking exampk^, tht Anhb, of t\|Hrsmint«i ion nad to niaki 
or use lae mveiststtsi based oa tae content of the ^fjsciosure 

with seven cdmpsands, 

' > 1 J f ^ ) sit -t't-K V -J^ K ! ! w etct 
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Raihcr thar^ review d^o.se expcrirneyus !.n view oi ihc exicn.sive additional guidar-cc iii ;he 
appiication, iho office once again relies on a misreading of Miehelct (offjce action page 6, lines 
1!~15), 

eiVeciive for rivdiicing hair grows.;}, and in fact have been used for growing hair- il would 
be inevitable for a skilled artisan to undemo l aadtje exiperimentatiofe to test the eftlcacy 
of the prosu^glandiii DP receptors which are not disdos ^^ ^ in w§rMng,m^mples of the 
^i>i>iicaiif's j^pedfieaiion . [Emphasis is added.] 

(n the tirst plaee the Qf!lc€ ignores the balaisce required under Waads and sirapiy rushes 
e o c v"^' Cu ^0 C i Hf 1 'hat onh uo jkmg e 4^ple<* a'^t, ibled" ~- s mate repealed 

^ ! " K >HC ^ r dkv'*- u Cittix ihd* ihs OfOce must have a reason 



x\ ife -il s, cpascrt^tnt e\3l"^ie^ togeiier wiili a Matcmcnt appUcabic 



-eusoHN t nce4 bv he o\*^r> tae to cs>t ^bbsh th4^ d person skilled in the an could 
{it iii.e 1. gLimh d's a vvlole s% tiiout undue exiTenmentatioa. 

lie t \ ca'^i r'* _ \cr '^erv? M ^.K'-icf leathtpg dis<. u^*-ed above. As noted, the 

\ ! 1 ^ V ^ ( K I o N\jr. i ^iv. Onlcc 

kvt. \ ^ V 1 p i ^ v\i^ » >„*vU K?.J juhcnrhoa.'o''^ llk-ds 

vo .c^jr { ^ ^ on ^fc,or >, ^ sire J ^ at pa^t % > * s.^ 17 '^0 a^ comp<.>UTids ;nai elicits a 
'•v vpor»v a at V** ^east nprovm-^atch co npa^ahle n n-agrdi^dt to PCiD^ I application 
.cavl lU ^ St. ^^\\t toTvVunds mdnd rg 

4«203,924}; 



Eigiith EditsGii. Ajiguss Latest Revssios Jaly 



s 

« \^ h ^. s uo-proi^kigiandbi 1);: aijak>g^ uioscribed irs U:S 

» r?uruv-dcU;s2- r:-ru,^Uigla5ndit-. 1)^ derivatives described in US 4,562,204; 

« Frostaglandia .D;> analogs described in US 3,878,239; 

» 3-oxa-D~prost.aglaridins descrikid in US 5,700,8356, 

* (i-hcr prostagiarsdirs D ; a>ia!os/s disclosed in 0 098 1 4 ! and EPO 09? 023; 
» 1 1 "Deoxy- 1 1 -methylene FGDj. 

« l5fR)-15~metliylPGI>2, 

* I V«phenyl tonor FGlh, 

» 93-halogen-l5-cyc:bhexyi-prosstaglaiidm, 
« 1 1 a-halogen-] 5-cyclohexyl-prostaglandiB, 

« ZK 1 1 81 82: Acetic add. |pZH-|(1R.2R.3R,5R)~5~chIor{>24( I R,3S)-3~ 

« RS93520, i:5m;jno'cacid,4-|(1R.2RJS.6R)~2-|(3S)Ci<.yeluhcvyi"3-]^^^^^^ 
propyiiyl ]-3-hydroxy bicyclo|4,2.C)joct~7~y liderie]-, (4Z)- {9(.l) 

« RS93427, i^utanoic acid, 4-|(l S,2S,3R,6S)-2-[(3S)-3~cycbht^xyl-3-hydroxy- 1 - 
propynylj-3-hydroxybicycio|'4,2.0Joct-7~ylidene]-, (4Z)- (9CI) 

« SQ2798(?. 5-ifcptcnoic acid. 7-1(1 S.2S.3S,4R)-34(lH,3S)"3--cyckthexyi->3« 
liyJroxy- ] -f ropcriyii-"^OKabicvck>i2,2J ihepi -yl] (5/)- j^l) 

* ZK 1 10S41 . 5-ilqnem-,ic ackl 7-1(1 R,2iL3lt5R^5<hk)rt^-3.-|^l^:3S)-^ 
cyclohcxsi-3-hydrox>--!-pfope-nyri-34iydroxycyck>pevUyi iSZ?- 

* BW245C\ 4-Imid3>:olidincheptanoic acid. 3-|,(3R)-3-cyciohexyl-3- 
ii:.urox> Pivpyi j-2,5-dioxo-, (4S)-rei- (9CI) 

« B'A"246C, t■^H?-^3-i{3i<3V3~<^"c^olH^xyl-3-hydrox^•pr^^p^•^-2/>^n^^ 

iir;ioa/.^>r;Uineiieptaiu>ic acid 
» BW 4"Itriida»>iidineli€:ptanoic acid, 3-|(2-cyciohcxy5 -2- 

hydxoxycthyl)amino]-2.5-dioxo- 1 '(plicnylniethyl)- [9C\ ) 
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^ A dun it 0-1 -ocou-\'' ^-PGJ;, 



The Onicc tdcs Kj s^jn-inuz^; the exieui oftlie dsieciion and working sxamples contamed 

^ oil k>] scie Rroxuh *.ssd\ using ^e\!s.n tumpoands It a* arc POD- o'- it^ dSM^ogs u>{hvt *iv.KSO ^ 
msgf 6, .hn«s 5-8?- 

•\pparv it U e \ Hhtc '■c*crs 'o I abU III '^rsich doc*^ m * ict hs* tvjsui s *Tv>r5 

U 1.^1 1 X -J so L^i. tv^ 1 I n \ ^ si oxs hi 1 1 J ^ s d ^s 

afe vn } ■« iLo <- i bo diisds usvd to gotit^te tae data in *aok V in^oi^^^s tc! s>s t us a^u 
s\s».l av<.v nw 'sjsnph vicMgnaiui^ an iMto assa\ docs not u*^ ignonng i iU 



> f S d < 5 Us, > it ''iv,! 

si ) Xf J J 1 (,? 'i. IS > n I J ii 1! i it! 

N (. i I *N ^ p I t s ( isr *on n ! n t nl f 

•) 1.! t5.<. f \ t.^ J \ ' ! S <. i K) i il h ^ i> i SN 

f \t i {O 1 ^ silk'Xrtl. IS ! t it i tKK sc !i i < tn>iKf f!Cv,s\ 

ih \ >. I, s u >j s J X d n ! ^ f V pi n. <. ! ? ^ > s ! t 



0. '\^\0 I .^r^;\;\\-,N ^ aJnsjrii^triUion and FK,implos i-U ra^xiJo s J'*'^;o~\ -^w'^v 
Kvu-jl i<iS!\>uato'^s^s lorlac auose coBipoimdd, At pages 1 AppiioaM? pu*^ ku. n Js-'ru.oc 
a;sa> for s^xpcrimentaH} serin iuj; that a partkiilar compoiixid will comrt^l bcur gro\^tl^, 

A;\in :ri>ni ihai nusrcUiiio Michel ,1, there is no ;niah si,< .\;' ihe qndf Taei- ■r^. The 
OiYwc has nin .ruc^t-oneJ iiiai -he a;l s^vukl be well aware of a^ssax^ to •ietern^itx^ \Nhethcr a 
coinpound is an ;^gonisi of ihc DP receptor. Tor Hxuji^pk, US 5,958 J23 disclose^- a,sx~u>Mi^cd to 
dcitn-nine whether a compound binds huiiian DP receptor, and whiJther the compound enhances? 
cAMr production. Tbe specifkatk>« includiss a detailed discbsixrc ofa hair foilicle gru\\ih a-^ay. 
ilx-rti L no qucMiori thai the art had available lo it a lai^e number of compous^ds that are a,i;onis-i.^ 
of Uic Di* rceepti-r. SlmibrK- Applicants do not understand the Office to doubt Uiat it svouid be 
routine work to screen to dcifrminc w'vca irejn^;.'', ^ v: !:bnr> ur^ ei c.>mpoLinJ~ ,-uu:u\ 
DP receptor agonisi;>. (Ji^en the lugliiy deve^v-^pevl ?Uite of iiie an in >sox ember. r:0t)3. Uwre is rio 
questiori that It would bs? routine to screen for at)d fmd DP agonist com|x>UTjds in addilii)n to die 
extcstsi ve list of OP agonists that were already known at that time. 

Such -(Jiilirse experimentation {even tedious and lims-conatsTtsiu" routine 

1, xpcmoer,.^*;o , - \ 

mctatxjHtes ha;>ed rsn the compound of l-ormula I would he bjJious a;) J titiiv'-^viisvin-in^:, 
the Bxamisier has noi established that tt wouki ha^e bce^i .sr^ i eu \ \" ^-i ^ -s. r t \ , 
empirical lor one of skill in the an. KxE^Xfe.lJ,M,vUAl- Appeal 2{k)v-!)15.?(C, ,'\ppLi.aL<>r- 
10/820,647, DecisioR ofthe Boas'd of Interferences and Patent Appeals tnailed 7/201 0, 

When the v^peciftcaiton is actually reviewed and when Michelet is t\'&d as <me skilled in 
the an vaadd read it. anaKsis ofthe Wands factors loads lo tbo conclusion thai the specitkatio^i 
u ' ^ V ^ - ^ <\\ > ^eI^re*Kv. io d V v*.. . r> s > , .e ^-sniisreada 
ke> !vr-..i-enee and wjjcre iiic OOlce sintply ignores key portio.a-5 ;.-f she speciik-.iiK-;- 

3 sxmer of iUX, fysjicslly, hs-sagv- svcordin&s wt-rc tnade on day 0 (day foliicios placed sr. cu;!i;!'.^\ -.iiss 
on day ?. The k'ngtis isf hair ibtlick wa.^ assessed asin^ an liTsage snsij sis .s^'fivare ^ysterfi, "1 he uro-s^ tii ^bc! 
was calcijiaurd by tt-^ ^.tibtrLK-dng the MU<Ac ieisgJh ok day 0 tVon; tiija detijnMi:i«i on day 7 



Si . ^ I \ i. <. ' V ^ vippiy an> Other charge? or croditi! 

Re<j|ieciiully ss-ihrnitied. 



Date: . - , , - ■ ■ ' . , 

Cu^ nu. \ V n\ ' r 26 1 63 

rekpLonc (fjl )S42o{)?() 
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V / 5 f„ !. } ^ i'i T b as J/ « vmI "'i!v^iv,ot -"ISC'. 

%. vv, ng an cao. 4w .torn "v^tli odu«,eJ nd i n'-ow I ^ vv^rcu 
aprhmi, U> asi area ol vn a dcma^^^vcali'^ ^t.v.t.pUi'^k nnoN t \ " 
coi >r-> js T g aLv p 1 prusiagu'rdin DP-'^cccpior ir an amou it t l^vXin 1 1 k*. la 

2, meti-jod of claim 1 , wherein said agpaist Is a prpsteglandin analog, 

4, The metliod of claim 1 , wheresiO: said agonist iiitc^racts strongly with the prostaglaiiiin 
l>P-recep{or, 

^. The method of claim 1 . wherein said agonist is 15-4eoxy-A' -'^^-FCJOj. 

29. The method of claim 1, whe-xin the concentration of said agonist in said cmnposiiion 
is teween 0,1% and 30%, 

'i' s. J -Jw: , " .^ >K '„ ' >c o.-r TN^Niii-.-;; pnn Idcs a reduction in hair gromh 

of at k=a<;t 3U";-." v,hcn i'lsiv-d ni ihc 1 lunuin iiah- i-csiiicic assay 

3 ! . The iYJelhod of claini L wherein the composition provides a r^;dui:tioT^ in hair growth 
of at leaiJt 60% when tested in the Hunnm Hair Follicle assaj^-. 

32, The melhod of claim I, wherem the agonist is applied to the skin in an amount of 
from 10 to 3000 micrograms of said agonist per sqiiare centimeter of skin. 

33, The method of claim L wherein said niiininial is a human. 
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35. Inc method <!i'c!aiiii 33, svliv-rchi the compojshion i:; applied Iv 5hc axea of skiu in 
coniuaction with shaving. 

36. The mvibod of ehum 33, \\herein said area ofskin is on a leg ofUic human. 

38. Ine meihod ofclaini 33, wherein said area of .skin Ls in an m-mpil ofihe human. 
'?9 i'ho i^clhod oi' da*ir 33. \vn-.»rein ^aid aica of skin is on the torso of ihe human. 

C of claim Is cvin Ihv coi iposition is applied to an area of skin of a 

The method ofciasm I , s\httxiTi ^id liair growth comprises aiidrogen slimiilaled hair 

growth. 

■^1 ' ..V. I 0. u c c\r I !v vO'i.nosiu-.-n .Ksnisor mciudes a second 

eon-ponoii fhv^* a v^c causes <i reduction m hai" growth. 

'ij '\ i'^et' of^-oduc-nj^ mairmhan hair groMk, which comprises 
t^v cctiug an 3iea A^^Lm inclcdmg ha: folhekts from which reduced hsir growth is 
ass.}red: and 

growm, 

44 \ ^neiroo i>x it'ducirg mam:naha.^ ha^r g^oMh, which eomprises 



SenaS No, : 10^72], ; 

^^r^\ {.ng ?t,- li)c ^ksr* o con^pound thai .rtc.s DP ^vcooto. s ^^.v . ^ar^ ^.tw 
in an miiouni elfiic-tive reduce hiiir groulh. 

4^ -V mclh4>d of reducing niommaljan hair growth, ^hkh conipriiiej> 
^0 .c. ug area {jfskin inciikling hair follicles from which reduct'd \mr ^nmtl {^ 
desirea; ma 

aprh nij. \o U;c sksn a compound f*3at vnacti%Jte prostaglandin D; Mt.'tabohc p.uhv\o\ 
un ,miotin; cilcctivc to reduct hair g w.h. 
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